Supplementary materials and methods
Analytical assays. Alanine aminotransferase. Serum levels of alanine aminotransferase (ALT) were determined by an ALT Activity Assay (Sigma-Aldrich; cat. no. MAK052, lot. no. B9G150752V). Bile acids. Serum bile acid levels were quantified using a mouse Total Bile Acids Assay Kit (Crystal Chem, Downers Grove, IL; cat. no. 80470, lot. no. MTB01140213). Bilirubin. Serum bilirubin levels were profiled using a Bilirubin Assay Kit (Sigma Aldrich; cat. no. MAK126-1KT, lot. no. BE12A01V). cAMP. Intracellular cAMP levels were quantified using the Cyclic AMP XP Assays Kit (Life Technologies, cat. no. 4339). In brief, 1x10 5 cells were pretreated for 30min with FCS-free DMEM containing 0.5mM 3-isobutyl-1-methylxanthine (IBMX, Sigma-Aldrich, cat. no. I5879) and incubated for another 30min in FCS-free DMEM containing different concentrations of cholic acid before cAMP levels were determined in the cell lysates according to manufacturer's protocol. Cell viability.
Viability was assayed using calcein AM dye (Affymetrix. Santa Clara, CA, USA; cat.
no. 65-0853-39). In brief, 1×10 5 cells were detached using StemPro ® Accutase ® Cell Dissociation Reagent (Life Technologies; cat. no. A11105-01) and incubated for 15min with 20nM calcein AM dye at 22°C. The samples were washed twice with PBS and analysed by FACS using a Becton Dickinson LSRII Fortessa flow cytometer (Becton Dickinson, Allschwil, Switzerland) (488nm laser, 505nm long pass filter, 530/30 emission filter). Human hepatocyte growth factor. Human hepatocyte growth factor (HGF) levels were scored using a human HGF ELISA kit (RayBiotech Inc., Norcross CA; lot no. 613140201). PKA inhibition. 1x10 5 cells were pretreated with 10μM H-89 (Sigma-Aldrich, cat. no. B1472) for 1h, incubated for 2h in cell culture medium in the presence of 100μM cholic acid and maintained for 24h in cell culture medium in the absence of cholic acid before SEAP levels were assessed in the cell culture supernatant. RNA isolation and RT-PCR. Total cell culture supernatant and the light absorbance was recorded at 405nm (37°C) for 30min using a GeniosPro multi-well reader (Tecan, Maennedorf, Switzerland). The SEAP levels in serum of mice were quantified using a chemiluminescence-based assay (Roche Diagnostics GmbH, Mannheim, Germany; cat. no. 11779842001) [2] .
shGLP1. GLP-1-mIgG immunofusin levels were scored using a mouse IgG ELISA kit (Immunology Consultants Laboratory, Inc., Portland, OR; cat. no. E-90G). Western Blot Analysis. For immunohistochemical detection of TGR5 expression, 5x10 6 HEK-293 were collected 48h after transfection of pPB2 or pTGR5 and protein extracts were prepared as described before [3] . 
